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Applicants reserve the right to prosecute non-elected subject matter in subsequent divisional 
applications. 

L Restriction requirement and unity of invention 

Claims directed to methods of using the polynucleotides for detecting polynucleotides by 
hybridization and/or PCR (i.e., Claims 34-36), for assessing toxicity of a test compound (i.e., Claim 
44), and for screening for effectiveness in altering expression (i.e., Claim 43), could and should be 
examined together with the product claims from which they depend, per the Commissioner's Notice in 
the Official Gazette of March 26, 1996, entitled "Guidance on Treatment of Product and Process 
Claims in light of In re Ochiai, In re Brouwer and 35 U.S.C. § 103(b)" which sets forth the rules, 
upon allowance of product claims, for rejoinder of process claims covering the same scope of products. 
Applicants presume that these method claims will be rejoined, upon determining allowability of the 
product claims from which they depend. 

In addition, Applicants request withdrawal of the holding of lack of unity of invention between 
claims drawn to polynucleotides and claims drawn to the polypeptides encoded by the polynucleotides 
(i.e. Claims 21-23 and 37-42). 

The Patent Office asserts that "[t]he polynucleotide of claim 33, which is drawn to an isolated 
polynucleotide comprising at least 60 contiguous nucleotides of a polynucleotide of claim 32, 
encompasses polynucleotides that, when expressed, result in the production of proteins that do not 
correspond to the polypeptide of claims 21-23. Therefore, the polynucleotide of Group XXXVIII, 
particularly the polynucleotide of claim 33, does not share a corresponding special technical feature 
with the polypeptide of claims 21-23, and thus the inventions do not have unity of invention". (Office 
Action, October 9, 2003; page 4). 

Applicants do not agree with the Patent Office position. Nevertheless, to expedite prosecution 
of the subject application, the "fragment" language has been deleted from Claim 21. Applicants 
respectfully submit that in light of the claims currently amended in this paper, unity of invention clearly 
does exist between claims drawn to polynucleotides (i.e. Claims 24-30, 32-36, and 43-45) and claims 
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drawn to the polypeptides encoded by the polynucleotides (i.e. Claims 21-23 and 37-42). 

II. Objections to the Specification 

On page 9 of the Office Action, it was noted that the filing dates if certain provisional 
applications listed in the priority claim do not correspond to the filing dates listed in the Declaration filed 
on October 1, 2001. In fact, the dates listed in the priority claim of the Specification as amended on 
July 16, 2003 is correct. If the Examiner feels it is necessary, a substitute Declaration can be obtained. 

III. Claim Objections 

A substitute Sequence Listing is filed herewith, which corrects the numbering of the various 
polypeptide and polynucleotide sequences. As amended, the claims recite the elected subject matter. 

IV. Indefinitness rejections under 35 U.S.C § 1 12, second paragraph 

Claim 21 has been amended by deleting the recitation of a "biologically active fragment". Claim 
32 has been amended to recite a the polynucleotide that is "fully complementary". By these 
amendments, Applicants expressly do not disclaim equivalents of the invention which could include 
polynucleotides encoding biologically active fragments of SEQ ED NO:7. Applicants do not concede 
to the Patent Office position; Applicants are amending the claims solely to obtain expeditious allowance 
of the instant application. 

Furthermore, Applicants have amended and are submitting a substitute sequence listing as well 
re-numbered Tables 1-4 to reflect that the polynucleotide of SEQ ID NO:37 encodes the polypeptide 
ofSEQIDNO:7. 

While not conceding to the Patent Office position, it is believed that Claims 24 and 32, as 
amended, recite patentable subject matter. Therefore, withdrawal of this rejections is requested. 

V. Utility rejection under 35 U.S.C. § 101 and § 1 12, first paragraph 

Claims 24-30, 32-33, and 45 stand rejected under 35 U.S.C. § 101 based on the allegation 
that the claimed invention lacks patentable utility. The rejection alleges in particular that: 
• "...further experimentation is required to establish a "real world" use for the polynucleotide of 

SEQ ED NO:37. This type of utility is not conisdered a "substantial utility". (Office Action, 
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October 9, 2003; page 12-13). 
• "...the claimed polynucleotide has no specific and substantial utility". (Office Action, October 
9, 2003, page 14). 

The rejection of claims 24-30, 32-33, and 45 is improper, as the inventions of those 
claims have a patentable utility as set forth in the instant specification, and/or a utility well 
known to one of ordinary skill in the art. 

The invention at issue is a polynucleotide corresponding to a phophatidyl inositol 3- kinase that 
is expressed in reproductive, nervous, gastrointestinal, hematopoietic, and cardiovascular tissues in 
humans. The claimed invention has numerous practical, beneficial uses in toxicology testing, drug 
development, and the diagnosis of disease, none of which requires knowledge of how the polypeptide 
coded for by the polynucleotide actually functions. 

Applicants submit with this paper two expert Declarations under 37 C.F.R. § 1. 132, with 

respective attachments, and ten (10) scientific references filed before or shortly after the July 28, 1998 

priority date of the instant application. The Rockett Declaration and the Iyer Declaration, and the ten 

(10) references fully establish that, prior to the July 28, 1999 filing date of the parent application, it was 

well-established in the art that: 

polynucleotides derived from nucleic acids expressed in one or more 
tissues and/or cell types can be used as hybridization probes — that is, as tools — to 
survey for and to measure the presence, the absence, and the amount of expression 
of their cognate gene; 

with sufficient length, at sufficient hybridization stringency, and with 
sufficient wash stringency — conditions that can be routinely established — expressed 
polynucleotides, used as probes, generate a signal that is specific to the cognate 
gene, that is, produce a gene-specific expression signal; 

expression analysis is useful, inter alia, in drug discovery and lead 
optimization efforts, in toxicology, particularly toxicology studies conducted early in 
drug development efforts, and in phenotypic characterization and categorization of 
cell types, including neoplastic cell types; 

each additional gene-specific probe used as a tool in expression 
analysis provides an additional gene-specific signal that could not otherwise have 
been detected, giving a more comprehensive, robust, higher resolution, statistically 
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more significant, and thus more useful expression pattern in such analyses than would 
otherwise have been possible; 

biologists, such as toxicologists, recognize the increased utility of 
more comprehensive, robust, higher resolution, statistically more significant results, 
and thus want each newly identified expressed gene to be included in such an 
analysis; 

nucleic acid microarrays increase the parallelism of expression 
measurements, providing expression data analogous to that provided by older, lower 
throughput techniques, but at substantially increased throughput; 

accordingly, when expression profiling is performed using 
microarrays, each additional gene-specific probe that is included as a signaling 
component on this analytical device increases the detection range, and thus 
versatility, of this research tool; 

biologists, such as toxicologists, recognize the increased utility of 
such improved tools, and thus want a gene-specific probe to each newly identified 
expressed gene to be included in such an analytical device; 

the industrial suppliers of microarrays recognize the increased utility 
of such improved tools to their customers, and thus strive to improve salability of 
their microarrays by adding each newly identified expressed gene to the microarrays 
they sell; 

it is not necessary that the biological function of a gene be known for 
measurement of its expression to be useful in drug discovery and lead optimization 
analyses, toxicology, or molecular phenotyping experiments; 

failure of a probe to detect changes in expression of its cognate gene 
does not diminish the usefulness of the probe as a research tool; and 

failure of a probe completely to detect its cognate transcript in any 
single expression analysis experiment does not deprive the probe of usefulness to the 
community of users who would use it as a research tool. 

The Patent Examiner does not dispute that the claimed polynucleotide can be used as a probe 
in cDNA microarrays and used in gene expression monitoring applications. Instead, the Patent 
Examiner contends that the claimed polynucleotide cannot be useful without precise knowledge of its 
biological function, or the biological function of the polypeptide it encodes. But the law has never 
required knowledge of biological function to prove utility. It is the claimed invention's uses, not its 
functions, that are the subject of a proper analysis under the utility requirement. 



119067 



11 



09/744,794 



Docket No.: PF-0565 USN 

In any event, as demonstrated by the Rockett Declaration and the Iyer Declaration the person 

of ordinary skill in the art can achieve beneficial results from the claimed polynucleotide in the absence 
of any knowledge as to the precise function of the protein encoded by it. The uses of the claimed 
polynucleotide in gene expression monitoring applications are in fact independent of its precise 
biological function. 

VI. Enablement rejections under 35 U.S.C. § 112, first paragraph 

The rejection set forth in the Office Action is based on the assertions discussed above, i.e., that 
the claimed invention lacks patentable utility (Office Action, October 9, 2003, page 18). To the extent 
that the rejection under § 1 12, first paragraph, is based on improper allegation of lack of patentable 
utility under § 101, it fails for the same reasons. 

In addition, Claims 24, 26, 28-30, 32-33, and 45 were rejected under 35 U.S.C. § 1 12, first 
paragraph, based on the allegation that the specification does not describe the subject matter of the 
invention in such a way as to enable one of skill in the art to make and/or use the claimed variants and 
fragments. In particular, the Office Action asserts that £C undue experimentation would be required for a 
skilled artisan to make and/or use the entire scope of the claimed invention". (Office Action, October 9, 
2003; page 19). 

Claim 21 has been amended by deleting the "variant" and "fragment" language. By these 
amendments, Applicants expressly do not disclaim equivalents of the invention which could include 
polynucleotides encoding biologically active fragments, immunogenic fragments, and variants of SEQ ED 
NO:7. Applicants do not concede to the Patent Office position; Applicants are amending the claim 
solely to obtain expeditious allowance of the instant application. 

VII. Written description rejections under 35 U.S.C. § 1 12, first paragraph 
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Claims 24, 26, 28-30, 32-33, and 45 were rejected under 35 U.S.C. § 1 12, first paragraph, 
as being based on a specification which allegedly fails to reasonably convey to one of skill in the art that 
the Applicants had possession of the claimed invention at the time the application was filed. The Office 
Action asserts that "[t]he claim(s) contain subject matter which was not described in such a way as to 
reasonably convey to one skilled in the relevant art that the inventor(s), at the time the application was 
filed, had possession of the claimed invention". (Office Action, October 9, 2003; pages 15-16). This 
rejection is traversed. 

Claim 21 has been amended by deleting the "variant" and "fragment" language. By these 
amendments, Applicants expressly do not disclaim equivalents of the invention which could include 
polynucleotides encoding biologically active fragments, immunogenic fragments, and variants of SEQ ID 
NO:7. Applicants do not concede to the Patent Office position; Applicants are amending the claim 
solely to obtain expeditious allowance of the instant application. 

VIII. Rejection under 35 U.S.C. §§ 102(a) and 102(b) 

Claims 24 and 33 were rejected under 35 U.S.C. § 102(a) because they are allegedly 
anticipated by Skolnik et al. (Cell 65:83-90). In particular, the Office states that Claim 24 "is drawn to 
an isolated polynucleotide encoding a biologically active fragment of SEQ ID NO:7 and an immuogenic 
fragment of SEQ ID NO:7". (Office Action, October 9, 2003, page 24). As aforementioned, 
Applicants submit that Claim 2 1 has been amended by deleting the recitation of a "biologically active 
fragment" and "an immunogenic fragment." Therefore, withdrawal of the rejection of Claims 24 and 33 
based on 35 U.S.C. § 102(a) is respectfully requested. 

Claims 24 and 26 were rejected under 35 U.S.C. § 102(b) because they are allegedly 
anticipated by Inukai et al. (J. Biol. Chem. 271:5317-5320). In particular, the Office states that Claim 
24 "is drawn to an isolated polynucleotide encoding a polypeptide comprising a naturally occurring 
amino acid sequence at least 90% identical to SEQ ID NO:7, a biological fragments of SEQ ID NO:7, 
and an immunogenic fragment of SEQ ID NO:7 n . Claim 26 "is drawn to an isolated polynucleotide 
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encoding a poplypeptide comprising a naturally occurring amino acid sequence at least 90% identical to 

SEQ ID NO:7 n . (Office Action, October 9, 2003, page 24-25). 

To expedite prosecution of the subject application, the "variant" and "fragment" language has 
been deleted from the claims. Applicants expressly do not disclaim equivalents of the claimed subject 
matter. 

For at least the above reasons, Applicants respectfully request that the Examiner withdraw the 
rejection over Inukai. 

Claim 33 was rejected under 35 U.S.C. § 102(b) as being anticipated by GenBank Accession 
Number M61906 (gi: 189424). In particular, the Office states that Claim 33 "is drawn to an isolated 
polynucleotide comprising at least 60 nucleotides of a polynucleotide of Claim 32. GenBank Number 
M61906 discloses the sequence of a nucleic acid that is at least 60 nucleotides of a polynucleotide of 
Claim 32". (Office Action, October 9, 2003, page 25). 

To expedite prosecution of the subject application, Claim 33 has been cancelled. Applicants 
expressly do not disclaim equivalents of the claimed subject matter. 

IX. Rejections under 35 U.S.C. § 103(a) 

Claims 28-30 were rejected under 35 U.S.C. § 103(a) because the claimed recombinant 
polynucleotides, cells, and methods of producing polypeptides are allegedly obvious over Inukai et al. 
(GenBank Accession Number D64048) or Skolnik et al. This rejection is traversed. 

As discussed above in § VIII, Claim 24 does not encompass polynucleotides which are 
disoclosed or suggested by either the Inukai et al. or Skolnik et al. references. Therefore, Inukai et al. 
and Skolnik et al. cannot be used as references against the claimed subject matter, and the Patent 
Office has not met the requirements for a prima facie showing of obviousness under 35 U.S.C. § 103. 
For at least these reasons, withdrawal of these rejections is requested. 
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Please charge Deposit Account No. 09-0108 in the amount of $ 110.00 as set forth in 
the enclosed fee transmittal letter. If the USPTO determines that an additional fee is necessary, 
please charge any required fee to Deposit Account No. 09-0108. 

Respectfully submitted, 



Customer No.: 27904 
3160 Porter Drive 
Palo Alto, California 94304 
Phone: (650) 855-0555 
Fax: (650) 849-8886 
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Sharrnua Pandharipande 
Limited Recognition (37 C.F.R. 10.9 (b)) attached 
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Disease or Condition 
(Fraction of Total) 


Cell proliferation (0.500) 
Inf lamination (0.333) 


Cell proliferation (0.530) 
Inflammation (0.352) 


Cell proliferation (0.641) 
Inflammation (0.335) 


Cell proliferation (0.729) 
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Cell proliferation (0.600) 
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Cell proliferation (0.938) 
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Neurological (0.133) 
Inflammation (0.133) 


Inflammation (0.533) 

Cell proliferation (0.534) 


Tissue Expression 
(Fraction of Total) 


Hematopoietic /Immune (0.333) 
Reproductive (0.333) 
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Reproductive (0 .235) 
Cardiovascular (0 .118 ) 


Reproductive (0.293) 
Gastrointestinal (0 .192) 
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Cardiovascular (0.1213) 


Nervous (0.529) Developmental 
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(Fraction of Total) 


Cancer (0.444) Inflammation (0.222) 
Neurological (0 .111) 


Inflammation (0.276) Cancer (0.241) 
Neurological ( 0 . 172 ) 


Cancer (0.447) Inflammation (0.282) 
Fetal (0.153) 


Cancer (0.368) Fetal (0.211) 
Inflammation (0.105) 


Fetal (0.688) Cancer (0.421) 
Inflammation (0.125) 


Cancer (0.471) Fetal (0.235) 
Inflammation (0.235) 


Cancer (0.250) Inflammation (0.250) 
Neurological (0.179) 


Tissue Expression 
(Fraction of Total) 


Nervous (0.333) 
Reproductive (0.333) 
Hematopoietic/Immune (0 . Ill) 


Nervous (0.724) 
Cardiovascular (0.103) 


Reproductive (0.235) 
Hematopoietic/Immune (0 . 188) 
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Cardiovascular (0 .312) 
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